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COPYRIGHT (C) 2003 International Food Information Service 

FILE 'GENBANK' ENTERED AT 19:02:18 ON 16 OCT 2003 

FILE 'HEALSAFE' ENTERED AT 19:02:18 ON 16 OCT 2003 
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It contains copyrighted material. 
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Copyright 2003 (c) MARKETLETTER Publications Ltd. All rights reserved. 
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COPYRIGHT (C) 2003 INIST-CNRS. All rights reserved. 
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COPYRIGHT (C) 2003 Gale Group. All rights reserved. 

FILE 'RDISCLOSURE' ENTERED AT 19:02:18 ON 16 OCT 2003 
COPYRIGHT (C) 2003 Kenneth Mason Publications Ltd. 
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DUPLICATE 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 
CORPORATE SOURCE: 

PATENT INFORMATION: 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 



BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 

2003 :366623 BIOSIS 
PREV200300366623 

Ricin-like toxin variants for treatment of 
cancer, viral or parasitic infections. 
Borgford, Thor (1) 
(1) Burnaby, Canada Canada 

ASSIGNEE: Twinstrand Therapeutics Inc., Vancouver, Canada 
US 6593132 July 15, 2003 

Official Gazette of the United States Patent and Trademark 
Office Patents, (July 15 2003) Vol. 1272, No. 3, pp. No 
Pagination, http : //www. uspto . gov/web/menu/patdata . html . 
e- f ile . 

ISSN: 0098-1133. 

Patent 

English 



AB The present invention provides a protein having an A chain of a 
ricin-like toxin, a B chain of a ricin-like toxin and a 

heterologous linker amino acid sequence, linking the A and B chains. The 
linker sequence contains a cleavage recognition site for a disease 
specific protease such as a cancer, fungal, viral or parasitic 
protease. The invention also relates to a nucleic acid molecule 
encoding the protein and to expression vectors incorporating the nucleic 
acid molecule. Also provided is a method of inhibiting or destroying 
mammalian cancer cells, cells infected with a virus, a fungus, or 
parasite, or parasites utilizing the nucleic acid molecules and proteins 
of the invention and pharmaceutical compositions for 
treating human cancer, viral infection, fungal infection, or 
parasitic infection. 
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BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 

2003 : 183592 BIOSIS 
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(1) Burnaby, Canada Canada 

ASSIGNEE: Twinstrand Therapeutics Inc., Vancouver, Canada 
US 6531125 March 11, 2003 

Official Gazette of the United States Patent and Trademark 
Office Patents, (Mar. 11 2003) Vol. 1268, No. 2, pp. No 
Pagination, http : / /www.uspto . gov/web/menu/patdata . html . 
e-f ile . 



ISSN: 0098-1133. 
Patent 
English 

The present invention provides a 
ricin-like toxin, a B chain of a 



DOCUMENT TYPE 
LANGUAGE : 
AB 



protein having an A chain of a 
ricin-like toxin and a 
heterologous linker amino acid sequence, linking the A and B chains. The 
linker sequence contains a cleavage recognition site for a retroviral 
protease such as HIV or an HTLV protease. The invention 
also relates to a nucleic acid molecule encoding the protein and to 
expression vectors incorporating the nucleic acid molecule. Also provided 
is a method of inhibiting or destroying mammalian cells infected with a 
retrovirus utilizing the proteins of the invention; and 
pharmaceutical compositions for treating HIV 
infections and human T-cell leukemias involving HTLV. 
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Recombinant alphavirus-based vectors with reduced 
inhibition of cellular macromolecular synthesis 
Schlesinger, Sondra, St. Louis, MO, UNITED STATES 
Frolov, Ilya, St. Louis, MO, UNITED STATES 
Dubenssky, Thomas W. , JR., Delmar, CA, UNITED STATES 
Polo, John M., Encinitas, CA, UNITED STATES 
Belli, Barbara A,, San Diego, CA, UNITED STATES 
Dryga, Sergev A., Fort Collins, CO, UNITED STATES 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 

APPLICATION INFO. : 
RELATED APPLN. INFO. 



US 2003096397 Al 20030522 

US 6592874 B2 20030715 

US 2000-507362 Al 20000218 (9) 

Division of Ser. No. US 1997-944465, filed on 6 Oct 

1997, PENDING Continuation-in-part of Ser. No. US 

1997-833148, filed on 4 Apr 1997, ABANDONED 

Continuation-in-part of Ser. No. US 1996-679640, filed 

on 12 Jul 1996, ABANDONED Continuation-in-part of Ser. 

No. US 1996-668953, filed on 24 Jun 1996, ABANDONED 

Continuation-in-part of Ser. No. US 1996-628594, filed 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



on 5 Apr 1996, ABANDONED 

Utility 

APPLICATION 

Chiron Corporation; Intellectual Property - R440, P.O. 

Box 8097, Emeryville, CA, 94662-8097 

33 

1 

63 Drawing Page{s) 
8169 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules are disclosed, comprising an alphavirus 

nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector- specif ic 
RNA synthesis, as compared to wild-type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as compared to a wild- type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L68 ANSWER 4 OF 8 9 
AN 

TITLE: 

INVENTOR (S) : 
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IFIPAT COPYRIGHT 2003 IFI on STN 

10305833 IFIPAT; IFIUDB ; IFICDB 

CYTOKINE ACTIVITY REGULATOR MOLECULES FROM TICK 
SALIVARY GLANDS 

Fuchsberger; Norbert , Bratislava, SK 
Gasperik; Jura j , Bratislava, SK 
Hajnicka; Valeria, Bratislava, SK 
Kocakova; Paula, Bratislava, SK 
Slovak; Mirko, Bratislava, SK 
Unassigned 

David A. Jackson KLAUBER & JACKSON, 4th Floor, 411 
Hackensack Street, Hackensack, NJ, 07601, US 



PATENT INFORMATION: 
APPLICATION INFORMATION: 



NUMBER 



US 2003050244 
US 2002-217342 



PK 



DATE 



Al 20030313 
20020812 



NUMBER 



DATE 
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DESCRIPTION OF FIGURES: 
FIG. 1 shows the fractionation of salivary gland extract (SGE) of Dermacentor 
reticulatus adult female ticks fed for 5 days using fast phase liquid 
chromatography (FPLC) . Arrows indicate the positions of molecular weight 
markers (Boehringer) . 

FIG. 2 shows the effect of tick SGE on IL-8 production by the human monocytic 
leukemic cell line, THP-1, measured by enzyme linked immunoabsorbent assay 
(ELISA) . LPS=lipopolysaccharide; SGE from D. reticulatus adult females fed for 
5 days . 

FIG. 3 shows the detection by ELISA of 100 pg of IL-8 after 2 hours incubation 
with SGE from different tick species. D.R. 3D F=Dermacentor reticulatus adult 
females fed for 3 days; D.R. 5D F=D. reticulatus adult females fed for 5 days; 
D.R. 3D M=D. reticulatus adult males fed for 3 days; D.R. 5D M=D. reticulatus 
adult males fed for 5 days; R.A. 5D F=Rhipicephalus appendiculatus adult 



females fed for 5 days; R.A. 5D M=R. appendiculatus adult males fed for 5 days; 
A.V. 15D M=Amblyomma variegatum adult males fed for 15 days; I.R. 5D F=Ixodes 
***ricinus*** adult females fed for 5 days; H.I. 5D F=Haemaphysalis inermis 
adult females fed for 5 days; IL-8=IL-8 alone not treated with SGE . 
FIG. 4 shows the anti-chemokine activity of FPLC fractions (1 mu 1) of SGE 
derived from 5 days fed Dermacentor reticulatus female ticks (174 ticks; 4.12 
mg proteins) detected by ELISA. 

FIG. 5 shows the anti-chemokine activity of FPLC fractions (400 mu 1) of SGE 
derived from 5 to 6 days fed Dermacentor reticulatus male ticks (522 ticks; 3.3 
mg proteins) detected by ELISA. 

FIG. 6 shows the anti-chemokine activity of FPLC fractions (400 mu 1) of SGE 
derived from 5 to 6 days fed Rhipicephalus appendiculatus female ticks (121 
ticks; 1.966 mg proteins) detected by ELISA. 

FIG. 7 shows the anti-chemokine activity of FPLC fractions (400 mu 1) of SGE 
derived from 11 to 12 days fed Amblyomma variegatum male ticks (65 ticks; 2.3 9 
mg proteins) detected by ELISA. 

FIG. 8 shows the anti-chemokine activity of saliva from female: Rhipicephalus 
appendiculatus 10 ticks (15.0 mu g protein) fed for 6 days (R.A.6D F) , 
Dermacentor reticulatus 19 ticks (8.5 mu g protein) fed for 5 days (D.R.5D F) , 
Amblyomma variegatum 6 ticks (10.2 mu g protein) fed for 10 days (A.V.IOD F) . 
ELISA results are shown as % optical density in the presence of saliva compared 
with the control (chemokine not treated with saliva) . 

FIG. 9 shows the anti-eotaxin activity of FPLC fractions of SGE derived from 
(A) Amblyomma variegatum male ticks (0.5 mu 1 fractions) and (B) Dermacentor 
reticulatus male ticks (1 mu 1 fractions) using 80 pg per treatment 
of eotaxin, detected by ELISA. 

FIG. 10 shows the anti-IP-10 activity of FPLC fractions (1 mu 1) of SGE derived 
from 5 to 6 days fed Dermacentor male ticks using 60 pg IP-10 per 
***treatment*** detected by ELISA. 

FIG. 11 shows the effect of trypsin treatment of SGE derived from 5 
days fed Dermacentor reticulatus female ticks: (A) on the total protein profile 
(broken line untreated, continuous line after trypsin treatment) , and 
(B-E) on the anti-chemokine activity of FPLC fractions from the SGE either 
***treated*** with trypsin ( 

FIG. 12 shows the detection by ELISA of IL-8 after incubation with D. 

reticulatus SGE pretreated with a protease inhibitor cocktail. P. 

inhib. =protease inhibitor; PBS=phosphate buffered saline (control) . 

FIG. 13 shows the detection by ELISA of 100 pg of IL-8 after incubation with 

FPLC fractions of SGE derived from D. reticulatus adult females that were 

either untreated (SGE) or treated with the metalloproteinase 

inhibitor, ethylene diamine tetraacetic acid (SGE+EDTA) . 

FIG. 14 shows the binding of 125I-IL-8 to: (a) SGE of D. reticulatus adult 
females fed for 5 days (A) and anti-IL-8 antibody (B) as a positive control; 
(b) selected FPLC fractions of different ticks species (shown in left hand 
panels) as indicated (shown in right hand panels ) -Drl6 , Dr21, Dr32, Dr39, Dr50, 
Dr26, Dr35, Dr40, are the indicated fractions from D. reticulatus female ticks 
fed for 5 days and Ra39, Ra32, are the indicated fractions from R. 
appendiculatus female ticks fed for 5 days, aIL-8 is goat anti-IL-8 antibody 
(positive control) . 

FIG. 15 shows cross-linking of 125I-IL-8 to selected FPLC fractions of SGE 
derived from D. reticulatus adult females fed for 5 days. Sodium dodecyl 
sulphate-polyacrylamide gel electrophoresis (SDS-PAGE) run under either 
reducing (A) conditions with beta-mercaptoethanol , or non-reducing (B) 
conditions i.e. without beta-mercaptoethanol. Samples in lanes 1 to 3 were not 
cross-linked whereas samples in lanes 4 to 6 were cross-linked with DTSSP. Lane 
l=125I-IL-8; lane 2=1251- IL8+fraction 35; lane 3=1251- IL- 8+fraction 41; lane 
4 = 125I-IL-8; lane 5 = 125 1 - IL- 8 + f raction 35; lane 6 = 1251 - IL-8 + fraction 41; M.W. 
=molecular weight markers. 

FIG. 16 shows SDS-PAGE of FPLC fraction 40 of SGE derived from D. reticulatus 
adult females run under non-reducing conditions. M. W.=molecular weight markers 
and track (A) are silver stained SDS -polyacrylamide gels and (B) shows 
125I-IL-8 binding following electroblotting onto a PVDF membrane. 
FIG. 17 shows the inhibition by tick SGE of 125I-IL-8 binding to its cell 
receptor. IL- 8*=125I-IL-8 binding to its receptor; ILB+125I-IL-8=radiolabelled 
IL-8 bound to its receptor in the presence of cold (unlabelled) IL-8; SGE (10 



mu g) +125I-IL8=radiolabelled IL-8 bound to its receptor when treated 
with 10 mu g of tick SGE; SGE (50 mu g) +1251- IL-8=radiolabelled IL-8 bound to 
its receptor when treated with 50 mu g of tick SGE. SGE was from D. 
reticulatus adult females fed for 5 days. 

FIG. 18 shows the inhibition of 125I-IL-8 binding to its cell receptor by FPLC 
fractions of tick SGE. IL- 8* = 125I - XL- 8 binding to its receptor; 

IL-8+125I-IL-8=radiolabelled IL-8 bound to its receptor in the presence of cold 
(unlabelled) IL-8; fr. xx=radiolabelled IL-8 bound to its receptor when 
***treated*** with fraction as numbered. SGE is from D. reticulatus adult 
females fed for 5 days . 

FIG. 19 shows inhibition by tick SGE of the chemotactic activity of IL-8. 
NC=untreated cells (negative control) ; fMLP 106=f ormylmethionyl- 
leucylphenylalanine at 10-6 M (positive control of chemotaxis) ; IL-8 50,000 
U=demonstration of chemotactic activity of IL-8; IL- 8+anti -IL- 8=inhibi tion of 
chemotactic activity of IL-8 with specific antibodies; IL-8+SGD D.R.=IL-8 
***treated*** with D. reticulatus SGE; IL-8+fr. 35=IL-8 treated 
with FPLC fraction 35 of D. reticulatus SGE; IL-8+fr. 39=IL-8 treated 
with FPLC fraction 39 of D. reticulatus SGE; IL8+fr. 50-52=IL-8 treated 
with FPLC fractions 50 to 52 of D. reticulatus SGE. 

FIG. 20 shows the results of 2D gel electrophoresis of: A SGE prepared from D. 
reticulatus females ticks fed for 5 days, (B) FPLC fractions 37+38 of D. 
reticulatus females ticks fed for 5 days, (C) FPLC fractions 42+43 of D. 
reticulatus females ticks fed for 5 days, (D) FPLC fraction 41 of D. 
reticulatus females ticks fed for 5 days (stained with Coomassie blue) , (E) 
saliva prepared from A. variegatum female ticks fed for 10 days, and (F) SGE of 
from A. variegatum female ticks fed for 10 days. 

AB The present invention relates to cytokine activity regulator molecules 
(CARMs) and their use in controlling the action of cytokines, 
particularly chemokines . In particular, the invention relates to CARMs 
that are derived from parasite salivary glands. The invention also 
relates to the use of CARMs in the treatment of diseases and 
allergies and in the production of vaccines that protect mammals, 
including humans, against the transmission of pathogenic 
(disease-causing) microorganisms by certain parasites. 
CLMN 59 2 0 Figure (s) . 

FIG. 1 shows the fractionation of salivary gland extract (SGE) of 
Dermacentor reticulatus adult female ticks fed for 5 days using fast 
phase liquid chromatography (FPLC) . Arrows indicate the positions of 
molecular weight markers (Boehringer) . 

FIG. 2 shows the effect of tick SGE on IL-8 production by the human 
monocytic leukemic cell line, THP-1, measured by enzyme linked 
immunoabsorbent assay (ELISA) . LPS=lipopolysaccharide ; SGE from D. 
reticulatus adult females fed for 5 days. 

FIG. 3 shows the detection by ELISA of 100 pg of IL-8 after 2 hours 
incubation with SGE from different tick species. D.R. 3D F=Dermacentor 
reticulatus adult females fed for 3 days; D.R. 5D F=D. reticulatus adult 
females fed for 5 days; D.R. 3D M=D. reticulatus adult males fed for 3 
days; D.R. 5D M=D. reticulatus adult males fed for 5 days; R.A. 5D 
F=Rhipicephalu3 appendiculatus adult females fed for 5 days; R.A. 5D M=R. 
appendiculatus adult males fed for 5 days; A.V. 15D M=Amblyomma 
variegatum adult males fed for 15 days; I.R. 5D F=Ixodes ricinus 
adult females fed for 5 days; H.I. 5D F=Haemaphysalis inermis adult 
females fed for 5 days; IL-8=IL-8 alone not treated with SGE. 

FIG. 4 shows the anti -chemokine activity of FPLC fractions (1 mu 1) of SGE 
derived from 5 days fed Dermacentor reticulatus female ticks (174 ticks; 
4.12 mg proteins) detected by ELISA. 

FIG. 5 shows the anti -chemokine activity of FPLC fractions (400 mu 1) of 
SGE derived from 5 to 6 days fed Dermacentor reticulatus male ticks (522 
ticks; 3.3 mg proteins) detected by ELISA. 

FIG. 6 shows the anti-chemokine activity of FPLC fractions (400 mu 1) of 
SGE derived from 5 to 6 days fed Rhipicephalus appendiculatus female 
ticks (121 ticks; 1.966 mg proteins) detected by ELISA. 

FIG. 7 shows the anti-chemokine activity of FPLC fractions (400 mu 1) of 
SGE derived from 11 to 12 days fed Amblyomma variegatum male ticks (65 
ticks; 2.39 mg proteins) detected by ELISA. 



FIG. 8 shows the anti -chemokine activity of saliva from female: 
Rhipicephalus appendiculatus 10 ticks {15.0 mu g protein) fed for 6 days 
(R.A.6D F) , Dermacentor reticulatus 19 ticks (8.5 mu g protein) fed for 5 
days (D.R.5D F) , Amblyomma variegatum 6 ticks (10.2 mu g protein) fed for 
10 days (A.V.IOD F) . ELISA results are shown as % optical density in the 
presence of saliva compared with the control (chemokine not 
treated with saliva) . 

FIG. 9 shows the anti-eotaxin activity of FPLC fractions of SGE derived 
from (A) Amblyomma variegatum male ticks (0.5 mu 1 fractions) and (B) 
Dermacentor reticulatus male ticks (1 mu 1 fractions) using 80 pg per 
treatment of eotaxin, detected by ELISA. 

FIG. 10 shows the anti-IP-10 activity of FPLC fractions (1 mu 1) of SGE 
derived from 5 to 6 days fed Dermacentor male ticks using 60 pg IP- 10 per 
treatment detected by ELISA. 

FIG. 11 shows the effect of trypsin treatment of SGE derived 
from 5 days fed Dermacentor reticulatus female ticks: (A) on the total 
protein profile (broken line untreated, continuous line after trypsin 
treatment) , and (B-E) on the anti -chemokine activity of FPLC 
fractions from the SGE either treated with trypsin ( 

FIG. 12 shows the detection by ELISA of IL-8 after incubation with D. 
reticulatus SGE pretreated with a protease inhibitor cocktail. 
P. inhib. =protease inhibitor; PBS=phosphate buffered saline 
(control) . 

FIG. 13 shows the detection by ELISA of 100 pg of IL-8 after incubation 
with FPLC fractions of SGE derived from D. reticulatus adult females that 
were either untreated (SGE) or treated with the 
metalloproteinase inhibitor, ethylene diamine tetraacetic acid 
(SGE+EDTA) . 

FIG. 14 shows the binding of 125I-IL-8 to: (a) SGE of D. reticulatus adult 
females fed for 5 days (A) and anti-IL-8 antibody (B) as a positive 
control; (b) selected FPLC fractions of different ticks species (shown in 
left hand panels) as indicated (shown in right hand panels ) -Drl6 , Dr21, 
Dr32, Dr39, Dr50, Dr26, Dr35, Dr40, are the indicated fractions from D. 
reticulatus female ticks fed for 5 days and Ra3 9, Ra32, are the indicated 
fractions from R. appendiculatus female ticks fed for 5 days, aIL-8 is 
goat anti-IL-8 antibody (positive control) . 

FIG. 15 shows cross-linking of 125I-IL-8 to selected FPLC fractions of SGE 
derived from D. reticulatus adult females fed for 5 days. Sodium dodecyl 
sulphate-polyacrylamide gel electrophoresis (SDS-PAGE) run under either 
reducing (A) conditions with beta-mercaptoethanol , or non-reducing (B) 
conditions i.e. without beta-mercaptoethanol . Samples in lanes 1 to 3 
were not cross-linked whereas samples in lanes 4 to 6 were cross-linked 
with DTSSP. Lane l=125I-IL-8; lane 2=1251- IL8+fraction 35; lane 
3=125I-IL-8+f raction 41; lane 4=125I-IL-8; lane 5=1251 - IL- 8+fraction 35; 
lane 6=12 51 - IL- 8+fraction 41; M.W. =molecular weight markers. 

FIG. 16 shows SDS-PAGE of FPLC fraction 40 of SGE derived from D. 
reticulatus adult females run under non-reducing conditions. M. 
W.=molecular weight markers and track (A) are silver stained 
SDS-polyacrylamide gels and (B) shows 125I-IL-8 binding following 
electroblotting onto a PVDF membrane. 

FIG. 17 shows the inhibition by tick SGE of 125I-IL-8 binding to its cell 
receptor. IL-8*=125I-IL-8 binding to its receptor; IL8+125I-IL- 
8=radiolabelled IL-8 bound to its receptor in the presence of cold 
(unlabelled) IL-8; SGE (10 mu g) +1251 - IL8=radiolabelled IL-8 bound to its 
receptor when treated with 10 mu g of tick SGE; SGE (50 mu 
g) +125I-IL-8=radiolabelled IL-8 bound to its receptor when 
treated with 50 mu g of tick SGE. SGE was from D. reticulatus 
adult females fed for 5 days. 

FIG. 18 shows the inhibition of 125I-IL-8 binding to its cell receptor by 
FPLC fractions of tick SGE. IL-8*=125I-IL-8 binding to its receptor; 
IL-8+125I-IL-8=radiolabelled IL-8 bound to its receptor in the presence 
of cold (unlabelled) IL-8; fr. xx=radiolabelled IL-8 bound to its 
receptor when treated with fraction as numbered. SGE is from D. 
reticulatus adult females fed for 5 days. 

FIG. 19 shows inhibition by tick SGE of the chemotactic activity of IL-8. 



NC=untreated cells (negative control) ; fMLP 106=f ormylmethionyl- 
leucylphenylalanine at 10-6 M (positive control of chemotaxis) ; IL-8 
50,000 U=demonstration of chemotactic activity of IL-8; 

IL-8+anti-IL-8=inhibition of chemotactic activity of IL-8 with specific 
antibodies; IL-8-»-SGD D.R.=IL-8 treated with D. reticulatus SGE; 
IL-8+fr. 35=IL-8 treated with FPLC fraction 35 of D. 
reticulatus SGE; IL-8-t-fr. 39 = IL-8 treated with FPLC fraction 39 
of D. reticulatus SGE; IL8+fr. 50-52=IL-8 treated with FPLC 
fractions 50 to 52 of D. reticulatus SGE. 
FIG. 20 shows the results of 2D gel electrophoresis of: A SGE prepared 
from D. reticulatus females ticks fed for 5 days, (B) FPLC fractions 
37+38 of D. reticulatus females ticks fed for 5 days, (C) FPLC fractions 
42+43 of D. reticulatus females ticks fed for 5 days, (D) FPLC fraction 
41 of D. reticulatus females ticks fed for 5 days (stained with Coomassie 
blue) , (E) saliva prepared from A. variegatum female ticks fed for 10 
days, and (F) SGE of from A. variegatum female ticks fed for 10 days. 
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The present invention relates to a combination comprising a plurality of 
cDNAs which are differentially expressed in prostate cancer and which 
may be used in their entirety or in part as to diagnose, to stage to 
treat or to monitor the progression or treatment of 
prostate cancer. 



L68 ANSWER 6 OF 8 9 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2003 : 257234 USPATFULL 

Prevention and treatment of HCV infection 

employing antibodies directed against conformational 

and linear epitopes 

Foung, Steven K. H., Stanford, CA, UNITED STATES 
Keck, Zhen-Yong, Redwood City, CA, UNITED STATES 
Board of Trustees of Leland Stanford Junior University 
(U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 



US 2003180284 Al 20030925 

US 2002-188608 Al 20020702 (10) 

Continuation-in-part of Ser. No. US 2000-728720, filed 
on 1 Dec 2000, PENDING Continuation-in-part of Ser. No. 
US 1999-430489, filed on 29 Oct 1999, PENDING 
Continuation-in-part of Ser. No. US 1998-187057, filed 
on 5 Nov 1998, ABANDONED 
Utility 



FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: Choate, Hall & Stewart, Exchange Place, 53 State 

Street, Boston, MA, 02109 
NUMBER OF CLAIMS: 84 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 50 Drawing Page{s) 
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AB Conformational epitopes of the envelope proteins El and E2 of the 

Hepatitis C virus (HCV) have been identified and characterized using a 
panel of monoclonal antibodies derived from patients infected with HCV. 
These conserved conformational and linear epitopes of the HCV protein El 
or E2 have been determined to be important in the immune response of 
humans to HCV and may be particularly important in neutralizing the 
virus. Based on the identification of these conformational epitopes, 
vaccines containing peptides and mimotopes with these conformational 
epitopes intact may be prepared and administered to patients to prevent 
and/or treat HCV infection. The identification of four 
distinct groups of monoclonal antibodies with each directed to a 
particular epitope of El or E2 may be used to stratify patients based on 
their response to HCV and may be used to determine a proper 
treatment regimen. 
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AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 
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AB Compositions comprising host cell specific adenovirus vehicles are 

provided for transf acting target host cells. The compositions comprise 
replication competent adenovirus having an adenovirus gene essential for 
replication under transcriptional control of a cell type specific 
transcriptional response element (TRE) and polyethylene glycol (PEG) as 
a masking agent . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed herein are replication-competent adenovirus vectors comprising 

co-transcribed first and second genes under transcriptional control of a 
heterologous, target cell-specific transcriptional regulatory element 
(TRE) , wherein the second gene is under trans lational control of an 
internal ribosome entry site. Methods for the preparation and use of 
such vectors are also provided. The vectors provide target cell-specific 
virus replication in applications such as cancer therapy and gene 
therapy. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides adenoviral vectors (preferably replication 

competent) comprising both an E3 sequence and at least one adenoviral 
gene under transcriptional control of a target cell- specif ic 
transcriptional response element. These vectors display significantly 
improved cytotoxicity, which is especially useful in the cancer context, 
in which selective destruction of target cells is desirable. The 
invention further provides host cells comprising the vectors. The 
invention further provides methods of using the adenoviral vectors, 
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can be therapeutic or prophylactic and, more particularly, the 
preparation and use of attenuated bacteria, such as Salmonella, 
containing a bacteriophage in which the genome of the bacteriophage has 
been modified to encode for a gene product of interest, e.g., an antigen 
or an anti-tumor protein. The bacteria functions as a vector for 
delivering the bacteriophage encoded gene product of interest to an 
appropriate site of action, e.g., the site of a solid tumor. 
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AB Disclosed are gene therapy vectors based upon the feline 

immunodeficiency virus, as well as related packaging cell lines, methods 
for production, and methods of use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Replication-competent adenovirus vectors specific for cells which allow 

a probasin transcriptional response element (PB-TRE) to function, such 
as cells which express the androgen receptor (AR) , and methods of use of 
such viruses are provided. These viruses comprise an adenoviral gene 
under control of a transcriptional regulatory portion of a PB-TRE, which 
is in turn dependent upon AR expression. The gene can be, for example, a 
gene required for viral replication or the adenovirus death protein gene 
(ADP) . The viruses can also comprise at least one additional adenoviral 
gene under control of at least one additional prostate-specific 
transcriptional response element, such as that controlling 
prostate-specific antigen expression (PSA-TRE) . Thus, virus replication 
can be restricted to target cells exhibiting prostate- specif ic gene 
expression, particularly prostate carcinoma cells. An adenovirus of the 
present invention can further comprise a heterologous gene such as a 
reporter under transcriptional control of a PB-TRE. The adenovirus 
vectors can be used to detect and monitor samples for the presence of 
prostate cells as well as to selectively kill malignant cells producing 
prostate-specific gene products. 
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The present invention relates to a new polynucleotide which encodes a 
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polypeptide expressed in the salivary glands of ticks, more particularly 
the Ixodes ricinus arthropod tick, during the slow-feeding phase of the 
blood meal have. This polynucleotide and related polypeptide may be used 
in different constructions and for different applications which are also 
included in the present invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly pancreatic cancer, are disclosed. Illustrative compositions 
comprise one or more pancreatic tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly pancreatic cancer. 
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more fusion proteins that includes a transduction domain and a cytotoxic 
domain. The cytotoxic domain is specifically activated by a pathogen 
infection. The anti -pathogen system effectively kills or injures cells 
infected by one or a combination of different pathogens. Further 
provided are protein transduction domains that provide enhanced 
transduction efficiency. 
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target host cells. By providing for transcriptional initiating 
regulation dependent upon transcription factors that are only active in 
specific, limited cell types, virus replication will be restricted to 
the target cells. The modified adenovirus may be used as a vehicle for 
introducing new genetic capability, particularly associated with 
cytotoxicity for treating neoplasia. 
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Disclosed are recombinant hybrid proteins having at least one antigenic 
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peptide sequence introduced into a scaffold protein that retain a native 
conformation. Also disclosed are recombinant nucleic acids and vectors 
encoding the hybrid proteins. The hybrid proteins retain immunogenicity 
but exhibit reduced allergenicity. The hybrid proteins are therefore 
particularly useful for therapeutic treatment of allergy. 
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Replication-competent adenovirus vectors specific for cells expressing 
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carcinoembryonic antigen (CEA) , and methods of use of such viruses are 
provided. These viruses comprise an adenoviral gene under control of a 
CEA transcriptional regulatory element (CEA-TRE) . The gene can be, for 
example, a gene required for viral replication or the adenovirus death 
protein gene (ADP) . The viruses can also comprise at least one other 
adenoviral gene under control of another transcriptional regulatory 
element specific to cells capable of which allow a CEA-TRE to function, 
such as a variant of a CEA-TRE. By providing for transcriptional 
initiating regulation dependent upon CEA expression, virus replication 
can be restricted to target cells which allow a CEA-TRE to function, 
such as cells expressing CEA, particularly carcinoma cells capable of 
expressing CEA. An adenovirus of the present invention can further 
comprise a heterologous gene such as a reporter gene under 
transcriptional control of a CEA-TRE. The adenovirus vectors can be used 
to detect and monitor samples for the presence of cells that allow a 
CEA-TRE to function, as well as to selectively kill malignant cells that 
allow a CEA-TRE to function. 
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AB Disclosed are gene therapy vectors based on chimeric murine leukemia 

virus-feline immunodeficiency virus gene therapy vectors which are 
suitable for a wide variety of gene therapy applications. Also disclosed 
are related packaging cell lines, methods for production, and methods of 
use . 
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The present invention provides recombinant viral vectors carrying a 
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vector construct which directs the expression of a gene product (e.g., 
HSVTK) that activates a compound with little or no cytotoxicity into a 
toxic product. Also provided are methods of destroying or inhibiting 
pathogenic agents in a warm blooded animal, comprising the step of 
administering to the animal a viral vector such as that described above, 
in order to inhibit or destroy the pathogenic agent. 
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The subject of the invention is the genomic sequence and the nucleotide 
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sequences encoding polypeptides of Chlamydia pneumoniae, such as 
cellular envelope polypeptides, which are secreted or specific, or which 
are involved in metabolism, in the replication process or in virulence, 
polypeptides encoded by such sequences, as well as vectors including the 
said sequences and cells or animals transformed with these vectors. The 
invention also relates to transcriptional gene products of the Chlamydia 
pneumoniae genome, such as, for example, antisense and ribozyme 
molecules, which can be used to control growth of the microorganism. The 
invention also relates to methods of detecting these nucleic acids or 
polypeptides and kits for diagnosing Chlamydia pneumoniae infection. The 
invention also relates to a method of selecting compounds capable of 
modulating bacterial infection and a method for the biosynthesis or 
biodegradat ion of molecules of interest using the said nucleotide 
sequences or the said polypeptides. The invention finally comprises, 
pharmaceutical, in particular vaccine, compositions far the prevention 
and/or treatment of bacterial, in particular Chlamydia 
pneumoniae , infections . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides recombinant viral vectors carrying a 

vector construct which directs the expression of a gene product (eg. 
HSVTK) that activates a compound with little or no cytotoxicity into a 
toxic product. Also provided are methods of destroying or inhibiting 
pathogenic agents in a warm blooded animal, comprising the step of 
administering to the animal a viral vector such as that described above, 
in order to inhibit or destroy the pathogenic agent. 
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The present invention provides a protein having an A chain of a 
ricin-like toxin, a B chain of a ricin-like toxin and a 

heterologous linker amino acid sequence, linking the A and B chains. The 
linker sequence contains a cleavage recognition site for a retroviral 
protease such as HIV or an HTLV protease. The invention 
also relates to a nucleic acid molecule encoding the protein and to 
expression vectors incorporating the nucleic acid molecule. Also provided 
is a method of inhibiting or destroying mammalian cells infected with a 
retrovirus utilizing the proteins of the invention; and 
pharmaceutical compositions for treating HIV 
infections and human T-cell leukemias involving HTLV. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Adenovirus vectors replication specific for cells expressing 

.alpha. -fetoprotein (AFP) and their methods of use are provided. By 
providing for a transcriptional initiating regulation dependent upon AFP 
expression, virus replication is restricted to target cells expressing 
AFP, particularly hepatocellular carcinoma cells. The adenovirus vectors 
can be used to detect and monitor samples for the presence of 
AFP-producing cells as well as to kill selectively malignant cells 
producing AFP. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides a human prostate-specific transcriptional 

regulatory sequence, polynucleotide comprising such regulatory regions, 
toxin gene constructs wherein a toxin gene is expressed under the 
transcriptional control of a human prostate-specific transcriptional 
regulatory sequence, and methods for treating prostate disease 
using such toxin gene constructs. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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33945 nucleic acid molecules, which encode novel glycosyltransf erase 
family members. The invention also provides antisense nucleic acid 
molecules, recombinant expression vectors containing 33945 nucleic acid 
molecules, host cells into which the expression vectors have been 
introduced, and nonhuman transgenic animals in which a 33945 gene has 
been introduced or disrupted. The invention still further provides 
isolated 33945 proteins, fusion proteins, antigenic peptides and 
anti-33945 antibodies. Diagnostic and therapeutic methods utilizing 
compositions of the invention are also provided. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Enhancers which preferentially increase the transcription of cis-linked 

coding sequences in prostate cells are provided. Methods of using DNA 
constructs comprising the enhancers to control transcription of 
heterologous polynucleotides are also provided. Delivery vehicles 
comprising the enhancers and methods of using the vehicles are also 
provided. Adenovirus vectors in which one or more genes are under 
transcriptional control of the enhancers of the invention are also 
provided. Further provided are methods of using the adenovirus vectors 
of the invention to confer selective cytotoxicity in mammalian cells. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly ovarian cancer, are disclosed. Illustrative compositions 
comprise one or more ovarian tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly ovarian cancer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to new polynucleotides which encode polypeptides 

expressed in the salivary glands of ticks, more particularly the Ixodes 
ricinus arthropod tick, during the slow- feeding phase of the blood meal 
have. Said polynucleotides and related polynucleotides may be used in 
different constructions and for different applications which are also 
included in said invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The invention provides new urothelial cell specific transcriptional 
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regulatory sequences derived from human uroplakin II (hUPII) , as well as 
polynucleotide constructs such as adenoviral vectors and methods of 
using hUPII -derived TREs . Additionally, the invention provides 
adenoviral vectors comprising a gene, preferably an adenovirus gene, 
under transcriptional control of a urothelial cell- specif ic 
transcriptional regulatory element (TRE) . These vectors display 
urothelial cell -specif ic cytotoxicity, which is especially useful in the 
context of bladder cancer, in which destruction of these cells is 
desirable. The invention further provides compositions and host cells 



comprising the vectors, as well as method of using the adenoviral 
vectors . 
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Disclosed are gene therapy vectors based upon the feline 
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immunodeficiency virus, as well as related packaging cell lines, methods 
for production, and methods of use. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB Host cell specific adenovirus vehicles are provided for transfecting 

target host cells. By providing for transcriptional initiating 
regulation dependent upon transcription factors that are only active in 
specific, limited cell types, virus replication will be restricted to 
the target cells. The modified adenovirus may be used as a vehicle for 
introducing new genetic capability, particularly associated with 
cytotoxicity for treating neoplasia. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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A peptide and a related complex for transferring an anionic substance of 
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interest into a cell are disclosed wherein said peptide is a cationic 
peptide capable of binding to an anionic substance, capable to cause 
membrane disruption and which does not comprise acidic amino acid, 
preferably glutamic amino acid. 
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AB Disclosed are gene therapy vectors based upon the feline 

immunodeficiency virus, as well as related packaging cell lines, methods 
for production, and methods of use. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to nucleic acid molecules which encode fusion 

proteins which contain as components at least one effector module, a 
processing module and a targeting module. The nucleic acid molecules 
according to the invention preferably also encode a modulator module 
and/or an affinity module. The invention furthermore relates to vectors 
containing these nucleic acid molecules, hosts transformed with the 
vectors according to the invention, fusion proteins encoded by nucleic 
acids according to the invention or produced by the hosts according to 
the invention as well as to medicaments containing the polypeptides or 
vectors according to the invention. These medicaments are particularly 
significant for the therapy of diseases associated with a pathological 
reproduction and/ or increased activity of cell populations. A temporary, 
periodic and strong proliferation, infiltration and immune activity of 
cells of the immune system is found in autoimmune diseases and 
allergies, the specificity of these immune cells being due to their 
reaction to a particular antigen or allergen. These medicaments may also 
be advantageously used for treating tumors. The polypeptides 
and vectors described in the present invention may be used to develop 
medicaments and to test toxin activity-modulating factors. The invention 
thus also concerns corresponding processes, uses and kits. The modules, 
with the exception of the affinity and the targeting module, are 
preferably encoded by nucleic acids extracted or derived from the 
mistletoe lectin proprotein coding sequence. 
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regulatory elements that direct expression within tumor and tissue cells 
with calcification potential. In particular, it relates to compositions 
comprising nucleotide sequences from the 5' regulatory region, and 
transcriptionally active fragments thereof, that control expression of a 
bone sialoprotein ("BSP"). Specifically provided are expression vectors, 
host cells and transgenic animals wherein a BSP regulatory region is 
capable of controlling expression of a heterologous coding sequence, 
over-expressing an endogenous BSP coding sequence or an inhibitor of a 
pathological process or knocking out expression of a specific gene 
believed to be important for a calcification-related disease in tumor 
and tissue cells with calcification potential. The invention also 
relates to methods for using said vectors, cells and animals for 
screening candidate molecules for agonists and antagonists of disorders 
involving tumor and tissue cells with calcification potential. The 
present invention further relates to compositions and methods for 
modulating expression of compounds within tumor and tissue cells with 
calcification potential. Methods for using molecules and compounds 
identified by screening assays for therapeutic treatments also 
are provided. The invention further relates to methods of 
treating tumors and other diseases and disorders involving tumor 
and tissue cells with calcification potential. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The invention concerns adenoviral vectors having the characteristic of 

containing a region essential for heterologous packaging with respect to 
the adenoviral genome from which they are derived. The invention also 
concerns a method for making a viral preparation containing said 
adenoviral vectors, a cell, a pharmaceutical 

composition or material comprising them and their therapeutic or 
prophylactic use. Finally, the invention concerns an adenoviral genome 
of animal origin having attenuated packaging properties with respect to 
the native genome from which it is derived. 
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AB The present invention provides several embodiments that ultimately 

result in the in vivo loading of endogenous antigenic peptides from a 
target cell. The invention also presents a method for inducing an immune 
response to an endogenous antigen in a subject by delivering an 
effective amount of an agent that stimulates in vivo loading of the 
endogenous antigen into an Antigenic Peptide Binding Protein ("APBP"). 
The APBP presents the endogenous antigen to a T cell in vivo. A 
polynucleotide encoding an APBP is delivered to a target cell under 
conditions such that the APBP is expressed in the target cell. 
Endogenous antigenic peptides bind the APBP forming an APBP: peptide 
complex. A cytotoxic agent also is administered to the subject and 
delivered to the target cell in an amount effective to lyse the target 
cell which releases the complexes. The complexes present the antigenic 
peptide to a T cell or an antigen presenting cell (APC) which mounts the 
immune response. An effective amount of an antigen presenting cell (APC) 
recruitment factor can be administered to the subject to recruit APC to 
the locus of the target cell. APCs take up the APBP:peptide complexes 



and the peptides are processed and presented by MHC molecules to T cells 
in vivo. 
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preventing, inhibiting, stabilizing or reversing infectious , cancerous 
or auto-immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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AB The invention provides adenoviral vectors (preferably replication 

competent) comprising both an E3 sequence and at least one adenoviral 
gene under transcriptional control of a target cell-specific 
transcriptional response element. These vectors display significantly 
improved cytotoxicity, which is especially useful in the cancer context, 
in which selective destruction of target cells is desirable. The 
invention further provides host cells comprising the vectors. The 
invention further provides methods of using the adenoviral vectors. 
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AB The invention concerns adenoviral vectors having the characteristic of 

containing a region essential for heterologous packaging with respect to 
the adenoviral genome from which they are derived. The invention also 
concern a method for making a viral preparation containing said 
adenoviral vectors, a cell, a pharmaceutical 

composition or material comprising them and their therapeutic or 
prophylactic use. Finally, the invention concerns an adenoviral genome 
of animal origin having attenuated packaging properties with respect tot 
he native genome from which it is derived. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated nucleic acid molecules are disclosed, comprising an alphavirus 

nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector-specific 
RNA synthesis, as compared to wild-type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as compared to a wild-type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 
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Isolated nucleic acid molecules are disclosed, comprising an alphavirus 
nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector-specific 
RNA synthesis, as compared to wild- type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as compared to a wild- type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 
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AB Isolated nucleic acid molecules are disclosed, comprising an alphavirus 

nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector-specific 
RNA synthesis, as compared to wild- type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as compared to a wild- type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 
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AB Replication-competent adenovirus vectors specific for cells which allow 

a probasin transcriptional response element (PB-TRE) to function, such 
as cells which express the androgen receptor (AR) , and methods of use of 
such viruses are provided. These viruses comprise and adenoviral gene 
under control of a transcription regulatory portion of a PB-TRE, which 
is in turn dependent upon AR expression. The gene can be, for example, a 
gene required for viral replication or the adenovirus death protein gene 
(ADP) . The viruses can also comprise at least one additional adenoviral 
gene under control of at least one additional prostate- specif ic 
transcriptional response element, such as that controlling 
prostate-specific antigen expression (PSA-TRE) . Thus, virus replication 
can be restricted to target cells exhibiting prostate-specific gene 
expression, particularly prostate carcinoma cells. An adenovirus of the 
present invention can further comprise a heterologus gene such as a 
reporter under transcriptional control of a PB-TRE. The adenovirus 



vectors can be used to detect and monitor samples for the presence of 
prostate cells as well as to selectively kill malignant cells producing 
prostate-specific gene products. 
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Replication- competent adenovirus vectors specific for target cells and 



methods of use of such viruses are provided. These adenoviruses comprise 
a first adenoviral gene under control of a cell specific heterologous 
(i.e., non-adenoviral) transcriptional regulatory element (TRE) and at 
least a second gene under control of a second heterologous TRE, where 
the heterologous TREs are different from each other in polynucleotide 
sequence but functional in the same cell. The adenoviral gene can be, 
for example, a gene required for adenoviral replication. The second gene 
can be, for example, a second adenoviral gene or a transgene, such as a 
gene which can contribute to cytotoxicity in the target cell. Adenoviral 
replication can be restricted to target cells in which the heterologous 
TREs are functional and thus, the adenovirus vectors can provide 
selective cytotoxicity to the target cells, particularly neoplastic 
cells . 
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comprising an alphavirus 



nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector- specif ic 
RNA synthesis, as compared to wild- type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as compared to a wild- type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 
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Recombinant retroviruses carrying a vector construct capable of 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



Pochopien, Donald, Dollard, Anne 



44 Drawing Page(s) 



preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto- immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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Isolated nucleic acid molecules are disclosed, comprising an alphavirus 



nonstructural protein gene which, when operably incorporated into a 
recombinant alphavirus particle, eukaryotic layered vector initiation 
system, or RNA vector replicon, has a reduced level of vector-specific 
RNA synthesis, as compared to wild-type, and the same or greater level 
of proteins encoded by RNA transcribed from the viral junction region 
promoter, as is compared to a wild- type recombinant alphavirus particle. 
Also disclosed are RNA vector replicons, alphavirus vector constructs, 
and eukaryotic layered vector initiation systems which contain the 
above-identified nucleic acid molecules. 
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AB Disclosed are recombinant alphavirus particles comprising a) an 

alphavirus vector construct which directs the expression of a 
heterologous nucleic acid molecule; b) a capsid protein; and c) an 
envelope glycoprotein from a virus different from said alphavirus 
vector . 
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The present invention provides compositions and methods for utilizing 
recombinant alphavirus vectors. Also disclosed are compositions and 
methods for making and utilizing eukaryotic layered vector initiation 
systems . 
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NOVELTY - Pharmaceutical composition (A) against 

tumors and their metastases, particularly tliose tliat colonize bone, 
comprising as active ingredient at least one agent (I) that binds to bone 
sialoprotein (BSP) , or its fragments, in serum or plasma, is new. 
ACTIVITY - Cytostatic. 

Nude mice were injected with BSP-expressing MDA-MB 231 breast cancer 
cells, and when bone metastases had developed, the animals were given 
weekly subcutaneous injections of 10 mg/kg of antibodies specific for 
tumor-derived BSP. In one animal, a single metastasis in the distal femur 
was cured 42 days after starting treatment. 

MECHANISM OF ACTION - (I) bind to, and neutralize, circulating BSP 
(either free or bound to factor H) , so the protective effect of binding to 
factor H against complement activation is lost, and the tumor cells become 
accessible to the immune system. The angiogenic effect of BSP is also 
eliminated . 

USE - (A) is used to treat tumors of the prostate, breast, 
lung, kidney, or thyroid; of the blood, lymphatic, cardiovascular, 
nervous, respiratory or endocrine systems; of the respiratory, digestive 
and urogenital tracts, and of the skin. Also (not claimed) , (I) , when 
coupled to a radionuclide, can be used for localization and monitoring of 
bone metastases by immunoscintigraphy . 

ADVANTAGE - (I) are specific for the tumor-derived isoform of BSP 
(this folds in a different way from the native isoform, so exposes 
different epitopes) , so lack the side effects associated with use of 
antibodies against the normal isoform. 
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NOVELTY - A conjugate (I) comprising a therapeutic agent and a peptidic or 
nucleic acid substrate linked to it optionally by a peptidic linker, where 
the peptidic substrate is proteolytically cleaved by a cell surface 
protease or a soluble, released or shed form of it, to liberate the 
therapeutic agent, and (I) is not substantially cleaved by plasmin or 
prostate specific antigen (PSA) , is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) a pharmaceutical composition (11) comprising 
(I) or its derivative, in a carrier; 

(2) an article of manufacture (III) comprising (I) or its derivative, 
contained within packaging material, which is used for treatment 

, prevention or amelioration of one or more symptoms associated with 
cell -surface protease-associated diseases or disorders, and a label that 
indicates that (I) or its derivative is used for treatment, 
prevention or amelioration of the symptoms associated with cell -surface 
protease-associated diseases or disorders; 

(3) preparation of (I) ; and 

(4) identifying proteases to target conjugates for treatment 

of diseases by selecting a disease, identifying a cell involved in the 
disease process or a cell in the vicinity of the cell involved in the 
disease process, and identifying a cell surface protease on the cell. 

ACTIVITY - Immunosuppressive; Antiinflammatory; Cytostatic; 
Vulnerary; Cardiant; Dermatological ; Antirheumatic; Antiarthritic ; 
Antipsoriatic ; Antidiabetic; Ophthalmological ; Anti- tumor. 

Experimental protocols are given, but results not given. 

MECHANISM OF ACTION - None given. 

USE - (I) is useful for treating a cell-surface 
protease-associated disease such as autoimmune, inflammatory, infectious, 
endocrine or proliferative disease in a mammal, preferably human. The 
disease is selected from cancer, ocular diseases, cardiovascular diseases, 
chronic inflammatory diseases, wounds, circulatory disorders, 
dermatological disorders, rheumatoid arthritis, psoriasis, diabetic 
retinopathies, recurrence of pterygii, scarring from excimer laser 
surgery, scarring from glaucoma filtering surgery, macular degeneration 
anterior eye, crest syndromes, solid neoplasms, vascular tumors, melanoma, 
Kaposi's sarcoma, or lung, colon, pancreatic, esophageal, breast, ovarian 
or prostate cancer (claimed) . (I) is useful for targeted delivery of 
therapeutic agents. 
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AB The present invention provides a protein having an A chain of a 
ricin-like toxin, a B chain of a ricin-like toxin and a 

heterologous linker amino acid sequence, linking the A and B chains. The 
linker sequence contains a cleavage recognition site for a retroviral 
protease. The invention also relates to a nucleic acid molecule 
encoding the protein and to expression vectors incorporating the nucleic 
acid molecule. Also provided is a method of inhibiting or destroying 
mammalian cells infected with a retrovirus utilizing the proteins of the 



invention and pharmaceutical compositions for 
treating HIV infection. 
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AB The present invention provides adenoviral vectors comprising cell 

status-specific transcriptional regulatory elements which confer cell 
status-specific transcriptional regulation on an adenoviral gene. A 
"cell status" is generally a reversible physiological and/or 
environmental state. The invention further provides compositions and 
host cells comprising the vectors, as well as methods of using the 
vectors . 
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AB Adenovirus vectors replication specific for cells expressing 

.alpha. -fetoprotein (AFP) and their methods of use are provided. By 
providing for a transcriptional initiating regulation dependent upon AFP 
expression, virus replication is restricted to target cells expressing 
AFP, particularly hepatocellular carcinoma cells. The adenovirus vectors 
can be used to detect and monitor samples for the presence of 
AFP-producing cells as well as to kill selectively malignant cells 
producing AFP. 
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AB The present invention provides recombinant viral vectors carrying a 

vector construct which directs the expression of a gene product (e.g., 
HSVTK) that activates a compound with little or no cytotoxicity into a 
toxic product. Also provided are methods of destroying or inhibiting 
pathogenic agents in a warm blooded animal, comprising the step of 
administering to the animal a viral vector such as that described above, 
in order to inhibit or destroy the pathogenic agent. 
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Replication-competent adenovirus vectors specific for cells which allows 



a probasin transcriptional response element (PB-TRE) to function, such 
as cells which express the androgen receptor (AR) , and methods of use of 
such viruses are provided. These viruses comprise an adenoviral gene 
under control of a transcriptional regulatory portion of a PB-TRE, which 
is in turn dependent upon AR expression. The gene can be, for example, a 
gene required for viral replication or the adenovirus death protein gene 
(ADP) . The viruses can also comprise at least one additional adenoviral 
gene under control of at least one additional prostate-specific 
transcriptional response element, such as that controlling 
prostate-specific antigen expression (PSA-TRE) . Thus, virus replication 
can be restricted to target cells exhibiting prostate-specific gene 
expression, particularly prostate carcinoma cells. An adenovirus of the 
present invention can further comprise a heterologous gene such as a 
reporter under transcriptional control of a PB-TRE. The adenovirus 
vectors can be used to detect and monitor samples for the presence of 
prostate cells as well as to selectively kill malignant cells producing 
prostate-specific gene products. 
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NOVELTY - A recombinant protein (I) comprising an A chain of a 
ricin-like toxin, a B chain of a ricin-like toxin and a 

heterologous linker (L) amino acid sequence that links the A and B chains 
and comprising a cleavage recognition site for a specific protease 
, i s new . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(1) a purified and isolated nucleic acid molecule (II) comprising: 

(a) a nucleotide sequence encoding an A chain of a ricin-like toxin; 

(b) a nucleotide sequence encoding a B chain of a ricin-like toxin; 

and 

(c) a nucleotide sequence encoding (L) ; 

(2) a plasmid incorporating (11) ; 

(3) a baculovirus transfer vector incorporating (II) ; 

(4) preparing a pharmaceutical for treating a cell having a 
specific protease, by preparing and introducing (II) into a host cell, 
expressing (II) in the host cell to obtain (1) , and suspending the protein 
in a pharmaceutically acceptable carrier, diluent or excipient; 

(5) a pharmaceutical composition (PC) for 
treating cancer and inflammation comprising (I); 

(6) a pharmaceutical composition for 

treating a cell having a specific protease, comprising (I) or 
(II) ; 

(7) a purified and isolated nucleic acid molecule comprising a 
nucleic acid sequence of pAP301, pAP302, pAP303, pAP304, pAP305, pAP308, 
pAP309, pAP313, pAP314, pAP315, pAP316, pAP318; pAP320, pAP321, pAP322, 
pAP323, pAP324 or pAP325, sequences being fully defined in the 
specification; 

(8) inhibiting or destroying cells having a specific protease 
comprising: 

(a) preparing (11) ; 

(b) introducing (II) into a host cell and expressing (II) to obtain 

(I) ; 

(c) suspending (I) in a pharmaceutically acceptable carrier, diluent 
or excipient; and 

(d) contacting the cells with the recombinant protein; and 

(9) a linker protein comprising an amino acid sequence of PAP301, 
PAP302, PAP303, PAP304, PAP305, PAP308, PAP309, PAP313, PAP314, PAP315, 
PAP316, PAP318, PAP320, PAP321, PAP322 , PAP323, PAP324 or PAP325, the 



sequences being fully defined in the specification. 

ACTIVITY - Cytostatic; antiinflammatory; antirheumatic; 
ant iarthritic ; ant iarteriosclerotic ; neuroprotective. 

BDF-1 mice, grouped according to body weight, were inoculated with 1 
multiply 106 cells implanted subcutaneously in the flank. P388 murine 
leukemia cells from the ATCC tumor repository were maintained as an 
ascitic fluid in the BDF-l mouse which were passaged to new mice weekly. 
The cells used for experiment were used within passage 3-20. The cells 
were rinsed with Hanks Balanced Salt Solution, counted on a hemocytometer 
and diluted with HBSS to a concentration of 20 multiply 106 cells/ml. 
PAP034 was injected intravenously on days 3,6 and 9 after tumor injection. 
The results showed a significant delay in tumor growth in the murine tumor 
model . 

MECHANISM OF ACTION - None given. 

USE - (II) is useful for inhibiting or destroying cells having a 
specific protease e.g., cancer cell found in T- and B-cell 
lymphoprolif erative diseases, ovarian cancer, pancreatic cancer, head and 
neck cancer, squamous cell carcinoma, gastrointestinal cancer, breast 
cancer, prostate cancer or non-small cell lung cancer, or cells found in 
rheumatoid arthritis, atherosclerosis, Crohn's disease or central nervous 
system disease, by introducing (II) into a host cell and expressing (II) 
in the host cell to obtain (I) , and contacting the diseased cells with 
(I) . (I) is also useful for inhibiting or destroying cells having a 
specific protease. PC is useful for treating cancer and 
inflammation (claimed) . 

ADVANTAGE - (I) has the specificity for cells that contain a specific 
protease, including those of inflammatory disorders and cancer cells, 
without the need for a cell binding component. 
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AB The invention provides a human prostate-specific transcriptional 

regulatory sequence, polynucleotide comprising such regulatory regions, 
toxin gene constructs wherein a toxin gene is expressed under the 
transcriptional control of a human prostate-specific transcriptional 
regulatory sequence, and methods for treating prostate disease 
using such toxin gene constructs. 
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AB Recombinant retroviruses carrying a vector construct capable of 

preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto- immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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The invention provides a human prostate-specific transcriptional 
regulatory sequence, polynucleotide comprising such regulatory regions, 
toxin gene constructs wherein a toxin gene is expressed under the 
transcriptional control of a human prostate-specific transcriptional 
regulatory sequence, and methods for treating prostate disease 
using such toxin gene constructs. 
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The present invention provides compositions and methods for utilizing 
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recombinant alphavirus vectors. Also disclosed are compositions and 
methods for making and utilizing eukaryotic layered vector initiation 
systems . 
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AB The present invention provides recombinant viral vectors carrying a 

vector construct which directs the expression of a gene product (e.g., 
HSVTK) that activates a compound with little or no cytotoxicity into a 
toxic product. Also provided are methods of destroying or inhibiting 
pathogenic agents in a warm blooded animal, comprising the step of 
administering to the animal a viral vector such as that described above, 
in order to inhibit or destroy the pathogenic agent. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L68 ANSWER 71 OF 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



89 



PATENT ASSIGNEE (S) : 



USPATFULL on STN 

1999 : 96482 USPATFULL 

Recombinant antibodies specific for a growth factor 
receptor 

Wels, Winfried Stephan, Basel, Switzerland 
Hynes, Nancy E., Basel, Switzerland 

Harwerth, Ina-Maria, Grenzach-Wyhlen, Germany, Federal 
Republic of 

Groner, Bernd, Basel, Switzerland 
Hardman, Norman, Riehen, Switzerland 
Zwickl, Markus, Basel, Switzerland 
Novartis Corp., Basel, Switzerland (non-U. S. 
corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 5939531 
US 1995-465473 
Continuation of Ser. No 
Apr 1994, now patented, 
continuation of Ser. No 



19990817 
19950605 (8) 

US 1994-235838, filed on 29 
Pat. No. US 5571894 which is a 
US 1992-828832, filed on 31 
Jan 1992, now abandoned which is a continuation-in-part 
of Ser. No. US 1991-731190, filed on 15 Jul 1991, now 
abandoned 
Utility 
Granted 
Feisee, Lila 
Kaufman, Claire M. 
Pfeiffer, Hesna J. 
6 
1 

3446 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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extracellular domain of the human growth factor receptor c-erbB-2 
comprising a light chain variable domain and a heavy chain variable 
domain of a monoclonal antibody, monoclonal antibodies directed to 
c-erbB-2 themselves, a method of manufacture of said recombinant 
antibodies and said monoclonal antibodies, hybridoma cells secreting 
said monoclonal antibodies, a method of manufacture of said hybridoma 
cells, DNA coding for the heavy chain variable domain, for the light 
chain variable domain and for the recombinant antibody, a method of 
manufacture of said DNA, hybrid vectors suitable for expression of said 



DNA, host cells transformed with said DNA, and the use of said 
recombinant antibodies and said monoclonal antibodies in the diagnosis 
and treatment of tumors . 
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preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto-immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Recombinant retroviruses carrying a vector construct capable of 

preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto- immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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NOVELTY - A novel chimeric cytotoxin is specifically capable of targeting 
and killing cells displaying a HIV-1 gpl20 coat protein. The immunotoxin 
comprises a 3B3 antibody attached to a cytotoxic moiety. As the gpl20 
protein is displayed on cells that are not dividing and in which HIV is 
not rapidly propagating, the chimeric cytotoxin kills cells that act as 
quiescent reservoirs of HIV. 

DETAILED DESCRIPTION - A novel immunotoxin (I) comprises a cytotoxin 
attached to an anti-gpl20 antibody having the binding specificity of 3B3 
and a minimum binding affinity of 3B3, where the immunotoxin specifically 
binds to and kills mammalian cells infected with HIV-1. 

INDEPENDENT CLAIMS are also included for the following: 

(1) a nucleic acid that encodes a single chain fusion protein, 
comprising : 

(a) a nucleic acid sequence encoding a single-chain antibody having 
the binding specificity of 3B3 ; and 

(b) a nucleic acid sequence encoding a modified Pseudomonas exotoxin; 

(2) a single chain Fv antibody having the binding specificity of 3B3 ; 

(3) a nucleic acid that encoded the antibody of (2); 

(4) killing a cell displaying a gpl2 0 protein or fragment, comprising 
contacting the cell with an immunotoxin comprising a modified Pseudomonas 
exotoxin attached to an anti-gpl2 0 antibody having the binding specificity 
of 3B3; 

(5) killing or inhibiting the growth of cells displaying a gpl20 
protein or fragment, comprising administering to an organism containing 
the cells a pharmaceutical composition comprising an 

itmnunotoxin comprising a modified Pseudomonas exotoxin attached to an 
anti-gpl20 antibody having the binding specificity of 3B3, and 

(6) a kit for killing cells that display a gpl20 protein or fragment, 
comprising an immunotoxin comprising a cytotoxin attached to an anti-gpl20 
antibody having the binding specificity of 3B3 and a minimum binding 
affinity of 3B3 . 

ACTIVITY - Anti-HIV, 

MECHANISM OF ACTION - None given. 



USE - The chimeric immunotoxins of the invention are used to target 
and kill cells that display a Human immunodeficiency virus type 1 (HIV-1) 
gpl20 coat protein. As the gpl20 protein is displayed on cells that are 
not dividing and in which HIV is not rapidly propagating, the chimeric 
cytotoxin kills cells that act as quiescent reservoirs of HIV. By 
specifically attacking a killing cells that act as HIV reservoirs, the 
immunotoxins augment the activities of reverse transcriptase inhibitors 
and protease inhibitors in purging the organism of HIV. The immunotoxins 
also have may other uses apart form HIV treatment, e.g. the 
immunotoxins can be used ex vivo to reduce and/or eliminate the HIV viral 
load of cells, tissues or organs derived from HIV-infected organisms. This 
will be of use in reducing or eliminating HIV-infected cells in culture, 
e.g. either where the cells are going to be propagated or prior to 
re- infusion back to the donor. The immunotoxins can also be used in 
establishing transformed cell lines derived from HIV-infected sources or 
in providing cells or tissues for transplant where there is no compatible 
donor other than an HIV-infected organism. The immunotoxins can also be 
used for detecting the presence or absence, and for quantifying the number 
of infected cells. 

ADVANTAGE - The immunotoxin has a high affinity and a broad 
cross-reactivity with many laboratory and clinical isolates of HIV. Also, 
it is believed that the immunotoxin of the invention will be tolerated at 
significantly higher doses than a CD4 -directed immunotoxin, and will also 
show significantly higher specific toxicity to cells displaying a gpl20 
protein than the CD4 -directed immunotoxin . 
Dwg. 0/2 
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AB Recombinant retroviruses carrying a vector construct capable of 

preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto-immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
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receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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Recombinant retroviruses carrying a vector construct capable of 



preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto- immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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modified base, which specifically bind target molecules such as serum 
proteins, kinins, eicosanoids and extracellular proteins is described. 
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be sequenced, and successive rounds of selection using complexation, 
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stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and (c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
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producing transgenic packaging animals or insects are also disclosed. 
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preventing, inhibiting, stabilizing or reversing infectious, cancerous 
or auto-immune diseases are disclosed. More specifically, the 
recombinant retroviruses of the present invention are useful for (a) 
stimulating a specific immune response to an antigen or a pathogenic 
antigen; (b) inhibiting a function of a pathogenic agent, such as a 
virus; and {c) inhibiting the interaction of an agent with a host cell 
receptor. In addition, eucaryotic cells infected with, and 
pharmaceutical compositions containing such a 

recombinant retrovirus are disclosed. Various methods for producing 
recombinant retroviruses having unique characteristics, and methods for 
producing transgenic packaging animals or insects are also disclosed. 
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AB This invention relates to a modified diphtheria toxin (DT) and method o 

preparing the same in which two carboxy- terminal truncated forms of DT 
are prepared by specific chemical proteolysis generating two new 
proteins HA51DT and HA48DT which can be chemically linked to a cell 
specific binding moiety to produce potent cytotoxins . This invention 
further relates to carboxy terminal peptides formed in accordance with 
said proteolysis generating three peptides HAllDT, HA7DT and HA3DT. 
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AB Novel quinazoline inhibitors of endothelin converting enzyme are 

described, as well as methods for the preparation and 
pharmaceutical compositions of the same, which are 
useful in treating elevated levels of endothelin and in 

controlling hypertension, myocardial infarction and ischemia, metabolic 
endocrinological, and neurological disorders, congestive heart failure, 
endotoxic and hemorrhagic shock, septic shock, subarachnoid hemorrhage, 
arrhythmias, asthma, acute and chronic renal failure, cyclosporin- A 
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induced nephrotoxicity, angina, gastric mucosal damage, ischemic bowel 
disease, cancer, pulmonary hypertension, preeclampsia, atherosclerotic 
disorders including Raynaud's disease and restenosis, cerebral ischemia 
and vasospasm, and diabetes. 
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The invention provides a human prostate- specif ic transcriptional 
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regulatory sequence, polynucleotide comprising such regulatory regions, 
toxin gene constructs wherein a toxin gene is expressed under the 
transcriptional control of a human prostate-specific transcriptional 
regulatory sequence, and methods for treating prostate disease 
using such toxin gene constructs. 
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AB The invention concerns recombinant antibodies directed to the 

extracellular domain of the human growth factor receptor c-erbB-2 
comprising a light chain variable domain and a heavy chain variable 
domain of a monoclonal antibody, monoclonal antibodies directed to 
c-erbB-2 themselves, a method of manufacturing those recombinant and 
monoclonal antibodies, hybridoma cells secreting those monoclonal 
antibodies, a method of manufacturing those hybridoma cells, DNAs 
encoding the heavy and light chain variable domains and the recombinant 
antibody, a method of manufacturing that DNA, hybrid vectors suitable 
for the expression of that DNA, host cells transformed with that DNA, 
and processes of using those recombinant and monoclonal antibodies in 
the diagnosis and treatment of tumors. 
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